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AMENDMENT UNDER 37 C.F.R. §1.111 
U.S. Appln.No.: 10/519,106 



Atty. Docket No.: Q85523 



AMENDMENTS TO THE CLAIMS 

This listing of claims will replace all prior versions and listings of claims in the 
application: 

LISTING OF CLAIMS: 
1.-6. (canceled) 

7. (currently amended): A method for the treatment and/or pr e vention of a chronic 
disease selected from the group consisting of chronic asthma, glomerular nephritis, obesity, 
prostate hyperplasia, a disease induced by the progress of arteriosclerosis, and rheumatoid or 
atopic dermatitis , wherein said methodw hieh comprises administering to a mammal having said 
chronic disease an effective amount of an EDG-2 antagonist, 

wherein the EDG-2 antagonist is a (^-alanine derivative of formula (I) 




(I) 
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wherein A a is, (1) CI -6 alkylene, (2) C2-6 alkenylene, or (3) C2-6 alkynylene, wherein 
A a may be substituted with 1-3 of CI -4 alkvl, 

Cvcl a is, (1) C3-15 carboring, or (2) 3-15 membered heteroring having 1-4 of nitrogen, 
1-2 of oxygen and/or 1-2 of sulfur, 

R la is m Cl-4 alkvl. (2) halogen. (3) cvano. (4) trihalomethvl, (5) -QR 6a . (6) -SR 7a , 
(7) -NR 8a R 9a . (8) nitro. (9) -COOR' 0a . (10) -CONR" a R 12a . ( 1 1) -NR 13a COR 14a . 
(12) -SO?NR 15a R 16a . (13) -NR l7a SCMl' 8a . (14) -S(Q)R 19a . or (15) -SO?R 2Qa . 

R 6a R 7a R 8 a> R 9a R 10a^ R lla R 12a R Ma R 14a R 15a R 16 a> R l7a R 18a R 19a ^ R 20a afg each 

independently. (1) hydrogen, or (2) Cl-4 alkvl, 

R 2a and R 3a are each independently. (1) Cl-4 alkvl. (2) Cl-4 alkoxy, or (3) halogen, 
R 4a and R Sa are each independently. (1) hydrogen. (2) Cl-4 alkvl. (3) C2-4 alkenyl, 

(4) C2-4 alkvnvl. (5) Cl-4 alkvl substituted with -OR 2la . (6) Cl-4 alkvl substituted with 




R and R are taken together with the nitrogen to which they are attached to form a 3-15 
membered mono-, bi- or tri-cyclic heteroring, wherein the heteroring represents at least one 
nitrogen and it may be substituted with Cl-4 alkvl substituted with -OR 25a , 
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R 21a . R 22a . R 23a and R 25a are each independently. (1) hydrogen. (2) CM alkyl. (3) C2-6 
acyl. or (4) trihaloacetyl. 

E a is (1) a bond, (2) Cl-6 alkylene. (3) C2-6 alkenylene. or (4) C2-6 alkynylene. wherein 
E a may be substituted with 1-3 of (1) CMalkyl. or (2) CI -4 alkyl substituted with -OR 26a . 

R 26a is (!) hydrogen. (2) Cl-4 alkyl. (3) C2-6 acyl. or (4) trihaloacetyl. Cyc2 a is (1) C3-15 
carboring. or (2) 3-15 membered heteroring haying 1-4 of nitrogen. 1-2 of oxygen and/or 1-2 of 
sulfur. 

R 24a is Q) Cl-4 alkyl. (2) halogen. (3) cvano. (4) trihalomethyl. (5) -OR 27a . (6) -SR 28a . 
(7) -NR 29a R 3Qa . (8) nitro. (9) -COOR 31a . (10) -CONR 32a R 33a . Q 1) -NR 34a COR 35a . 
(12) -SQ9NR 36a R 37a . (13) -NR 38a S09R 39a . (14) -S(Q)R 4Qa . or (15) -SCbR 41a . 

R 27a . R 28a . R 29a . R 3Qa . R 3!a . R 32a . R 33a . R 34a . R 35a . R 36a . R 37a . R 38a . R 39a . R 40a and R 41a are 
each independently (1) hydrogen, or (2) Cl-4 alkyl. 

ia is 0 or an integer of 1 to 5. ma is 0 or an integer of 1 to 4. and 

na is 0 or an integer of 1 to 4. pa is 0 or an integer of 1 to 5. and 

wherein when ia is 2 or more. R la 's are the same or different. 

when ma is 2 or more. R 2a 's are the same or different. 

when na is 2 or more. R 3a 's are the same or different, and 

when pa is 2 or more, they are the same or different, or 

a prodrug thereof or a salt thereof ; 

or the EDG-2 antagonist is a compound of formula (III) 
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R° — G 




t 



M c -Z c 



(III) 



wherein R c is optionally substituted aliphatic hydrocarbon or a ring group optionally 
having substituent(s), 

G c is a bond or a spacer having a main chain of 1 to 8 atoms, 

T c is -CH?- or a spacer having a main chain of 1 atom having a hydrogen bond-accepting 
group optionally having substituent(s), 
J c is nitrogen or carbon, 

B c is optionally substituted aliphatic hydrocarbon or a ring group optionally having 
substituent(s), 

K c is (\) a bond or (2) a spacer having a main chain of 1 to 8 atoms which may form a 
ring together with the substituent of the ring group represented by R c , ring D c or the substituent 
of the ring D c , 

Q c is (1) a bond or (2) a spacer having a main chain of 1 to 8 atoms which may form a 
ring together with the ring group represented by R c , a substituent of the ring group represented 



by R\ or K c , 



ring D c is a ring optionally having more substituent(s), 



L c is a bond or a spacer having a main chain of 1 to 3 atoms, 
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ring E c is, a ring group optionally having substituent(s), 

M c is a bond or a spacer having a main chain of 1 to 8 atoms, 

Z° is an acidic group, and 

t is 0 or 1, or 

a salt thereof . 

8. (canceled). 

9. (currently amended) A pharmaceutical composition r e medy and/or prev e ntiv e of 
a chronic dis e ase, comprising an EDG-2 antagonist in combination with one or more selected 
from LPA receptor antagonist, anti-androgenergic agent, ocl receptor blocker or 5a-reductase 
inhibitor^ 

wherein the EDG-2 antagonist is a ft-alanine derivative of formula (I) 



wherein A a is, (1) CI -6 alkylene, (2) C2-6 alkenylene, or (3) C2-6 alkynylene, wherein 
A a may be substituted with 1-3 of CI -4 alkyl. 




(I) 
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Cvcl a is, (\) C3-15 carboring. or (!) 3-15 membered heteroring having 1-4 of nitrogen, 
1-2 of oxygen and/or 1-2 of sulfur, 

R la is m Cl-4 alkvl. (2) halogen, (3) cvano. (4) trihalomethvl. (5) -OR 6a . (6) -SR 7a , 
(7) -NR 8a R 9a , (8) nitro. (9) -COOR 10a . (10) -CONR" a R 12a . (1 1) -NR 13a COR 14a , 
(12) -SO?NR 15a R 16a . (13) -NR 17a SO ? R l8a . (14) -S(Q)R 19a . or (15) -SO 7 R 20a , 

R 6a . R 7a . R 8a . R 9a . R 10a . R lla . R 12a , R 13a , R 14a . R 15a . R 16a , R l7a . R l8a . R 19a and R 20a are each 
independently, (1) hydrogen, or (2) Cl-4 alkyl, 

R 2a and R 3a are each independently, Q) Cl-4 alkvl. (2) Cl-4 alkoxy. or (3) halogen, 

R 4a and R 5a are each independently. Qj hydrogen. (2) Cl-4 alkvl. (3) C2-4 alkenvl. 
(4) C2-4 alkvnvl. (5) Cl-4 alkvl substituted with -OR 2 ' 3 . (6) Cl-4 alkvl substituted with 




R and R are taken together with the nitrogen to which they are attached to form a 3-15 
membered mono-, bi- or tri-cyclic heteroring, wherein the heteroring represents at least one 
nitrogen and it may be substituted with Cl-4 alkvl substituted with -OR 25a , 

R 2ia R 22a R 23a ^ R 2Sa ^ each independent i Vj ( \) hydrogen, (2) Cl-4 alkyl, (3) C2-6 

acyl, or (4) trihaloacetyl, 

E a is (1) a bond. (2) CI -6 alkvlene. (3) C2-6 alkenvlene. or (4) C2-6 alkvnylene. wherein 
E a mav be substituted with 1-3 of (1) Cl-4alkvl. or (2) Cl-4 alkvl substituted with -OR 26a . 
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R 26a is f n hydrogen. (2) CM alkyl, (3) C2-6 acyl, or (4) trihaloacetvL Cvc2 a is (1) C3-15 
carboring, or (2) 3-15 membered heteroring having 1-4 of nitrogen, 1-2 of oxygen and/or 1-2 of 
sulfur, 

R 24a is f n CM alkvL (2) halogen. (3) cyano. (4) trihalomethyl, (5) -OR 27a . (6) -SR 28a , 
(7) -NR 29a R 30a , (8) nitro, (9) -COOR 31a . (10) -CONR 32a R 33a , (1 1) -NR 34a COR 35a , 
(12) -SO?NR 36a R 37a . 03) -NR 38a SCbR 39a . (14) -S(Q)R 4Qa , or 05) -SCbR 413 . 

R 27a . R 28a . R 29a . R 30a . R 31a . R 32a . R 33a . R 34a . R 35a . R 36a , R 37a . R 38a > R 39a . R 4Qa and R 41a are 
each independently (1) hydrogen, or (2) CI -4 alkyl, 

ia is 0 or an integer of 1 to 5, ma is 0 or an integer of 1 to 4, and 

na is 0 or an integer of 1 to 4, pa is 0 or an integer of 1 to 5, and 

wherein when ia is 2 or more, R la 's are the same or different, 

when ma is 2 or more, R 2a 's are the same or different, 

when na is 2 or more, R 3a 's are the same or different, and 

when pa is 2 or more, they are the same or different, or 

a prodrug thereof or a salt thereof; 

or the EDG-2 antagonist is a compound of formula (III) 
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wherein R c is optionally substituted aliphatic hydrocarbon or a ring group optionally 
having substituent(s), 
G c is a bond, 

T c is -CFb- or a spacer having a main chain of 1 atom having a hydrogen bond-accepting 
group optionally having substituent(s), 
J c is nitrogen or carbon, 

B c is optionally substituted aliphatic hydrocarbon or a ring group optionally having 
substituent(s), 

K° is (\) a bond or (2) a spacer having a main chain of 1 to 8 atoms which may form a 
ring together with the substituent of the ring group represented by R c , ring D c or the substituent 
of the ring D°, 

Q c is (1) a bond or (2) a spacer having a main chain of 1 to 8 atoms which may form a 
ring together with the ring group represented by R c , a substituent of the ring group represented 
bv R c . orK c . 

ring D c is a ring optionally having more substituent(s), 

L c is a bond or a spacer having a main chain of 1 to 3 atoms, 

ring E c is selected from the group consisting of benzene optionally having substituent(s), 
piperidine optionally having substituent(s), isoxazole optionally having substituent(s), pyrazole 
optionally having substituent(s\ pyridine optionally having substituent(s), thiazole optionally 
having substituentfs), imidazole optionally having substituent(s), pyrrole optionally having 
substituent(s), and pyrrolidine optionally having substituent(s), 
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M° is a bond or a spacer having a main chain of 1 to 8 atoms, 
Z c is an acidic group, and 
t is 0 or L or 
a salt thereof. 

10. (canceled). 

11. (currently amended): The method according to claim 7-1-0, wherein the chronic 
disease is prostate hyperplasia. 

12. (currently amended): The method according to claim 7, wherein the EDG-2 
antagonist is asaid p-alanine derivative of formula (I) 



wh e r e in A a is, (1) CI 6 alkyl e n e , (2) C2 6 alk e nyl e ne, or (3) C2 6 alkynyl e ne, wh e r e in 

A* may b e substitut e d with 1 3 of CI 1 alkyl., 
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-€ye4 a is, (1) C3 15 carboring, or (2) 3 15 m e mb e r e d het e roring having 1 4 of nitrog e n, 



1 2 of oxyg e n and/or 1 2 of sulfur, 

R 4 * is (1) CI 4 alkyl, (2) halogon, (3) oyano, (1) trihalomothyl, (5) OR^ V^fo-SR*'; 

(fo-NR-^R- 9 9 , (8) nitro, (9) COOR^OO) CONR^ R^r^-NR^GQR 449 , 
(12) SO^ NR^R 44 9 , (13) NR^ SQ^R 4 * 8 , (H) S^R^ 8 , or (15) SO^ -, 

r%4*^^%^H^t*^ 

indopondontly, (1) hydrogen, or (2) CI 1 alkyl, 

R^-aad-R^ are each indopondontly, (1) CI 1 alkyl, (2) CI 1 alkoxy, or (3) halogen, 

R^-afid-R^ arc each indopondontly, (1) hydrogen, (2) CI <\ alkyl, (3) C2 1 alkonyl, 

(1) C2 1 alkynyl, (5) CI 1 alkyl substituted with OR 2 4 * , (6) CI 1 alkyl substituted with 

"TTlX it KJL 



(R 24a ) F 




R^-andR* * ar e tak e n tog e th e r with th e nitrog e n to which th e y ar e attachod to form a 3 1 5 



m e mb e r e d mono , bi or tri cyclic h e teroring, wherein th e het e roring r e pr e s e nts at l e a s t on e 

nitrog e n and it may be substituted with CI - 4 alkyl substitut e d with OR^ 

R ^_^22a_^2^_ aft ^ R: ^a QrQ oach indo p 0nd o nt l y? (1) hydrogen, (2) CI 1 alkyl, (3) C2 6 

acyl, or (4) trihaloac e tyl, 

E a is (1) a bond, (2) CI 6 alkylen e , (3) C2 6 alkonylen e , or (4) C2 6 alkynyl o n o , wherein 

E a may bo substituted with 1 3 of (1) CI 1 alkyl, or (2) CI 1 alkyl substituted with OR 2 **, 
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R is (1) hydrogen, (2) CI 1 alkyl, (3) C2 6 acyl, or (1) trihaloacotyl, Cyc2 a is (1) C3 15 

carboring, or (2) 3 15 memb e r e d h e t e roring having 1 4 of nitrogen, 1 2 of oxyg e n and/or 1 2 of 
sulfur, 

R 34 * is (1) CI 1 alkyl, (2) halogen, (3) cyano, (1) trihalomethyl, (5) OR 3 7a r (6)-SR afa ? 

(7^-NR^R^ (8) nitro, (9) COOR * *, (10) CONR^ R ^, (1 1) NR^ GQR^ 



03>-SQ^^ ~ (13) NR SQ^R , (11) S(0)R™ or (15) SOd R ; 



each independently (1) hydrogen, or (2) CI 1 alkyl, 

ia is 0 or an int e ger of 1 to 5, ma is 0 or an int e ger of 1 to 4, and 

na is 0 or an int e g e r of 1 to 1, pa is 0 or an integ e r of 1 to 5, and 

wherein when ia is 2 or mor e , R^'s ar e th e same or diff e r e nt, 

when ma is 2 or mor e , R^s arc the sam e or diff e r e nt, 

wh e n na is 2 or mor e , R^'s arc the same or different, and 

wh e n pa is 2 or mor e , th e y ar e th e sam e or diff e r e nt , or 

a prodrug thereof or a salt thereof. 

13. (canceled). 

14. (currently amended): The method according to claim 7, wherein the EDG-2 
antagonist is saida compound of formula (III) 
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R c — G { 




,c. Z c 



(III) 



wherein R e is optionally substituted aliphatic hydrocarbon or a ring group optionally 

having substitu e nt(s), 

G e is a bond or a spacer having a main chain of 1 to 8 atoms, 

l^^s-GHi or a spac e r having a main chain of 1 atom having a hydrog e n bond acc e pting 

group optionally having substitu e nt(s), 
J e is nitrog e n or carbon, 

B e is optionally substitut e d aliphatic hydrocarbon or a ring group optionally having 

substitu e nt(s), 

K e is (1) a bond or (2) a spacer having a main chain of 1 to 8 atoms which may form a 

ring together with the substitucnt of the ring group represented by R Vring^ 6 or the substitucnt 
of the ring D e 7 

Q 6 is (1) a bond or (2) a spacer having a main chain of 1 to 8 atoms which may form a 

ring together with th e ring group rcproscntod by R e , a substitucnt of the ring group represented 



*fflg-B e is a ring optionally having more substitu e nt(s), 



-fc 6 is a bond or a spacer having a main chain of 1 to 3 atoms, 
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ring E e i s , a ring group optionally having substitu e nt(s), 

M e is a bond or a spac e r having a main chain of 1 to 8 atoms, 

Z e is an acidic group, and 

1 is 0 or 1 , or 

a salt thereof. 

15. (currently amended): The method according to claim 7, wherein the method 
comprises administering to said mammal one or more members selected from the group 
consisting of an LP A receptor antagonist, an anti-androgenergic agent, an ocl receptor blocker^ 
ander an_5ot-reductase inhibitor4s-used a in combination with the EDG-2 antagonist. 



16. (currently amended): The pharmaceutical composition r em e dy and/or 

pr e v e ntiv e according to claim 9, wherein the pharmaceutical composition is effective for 
treatment of a chronic disease selected from the group consisting ofi s chronic asthma, glomerular 
nephritis, obesity, prostate hyperplasia, a disease induced by the progress of arteriosclerosis, and 
rheumatoid or atopic dermatitis. 



17. (currently amended): The pharmaceutical compositio nr e m e dy and/or 

pr e v e ntive according to claim 16, wherein the composition is effective for the treatment 
o fchronic dis e as e is prostate hyperplasia. 
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18. (currently amended): The pharmaceutical compositior 
pr e v e ntiv e according to claim 9, wherein the EDG-2 antagonist is saida (3-alanine derivative of 
formula (I) 



(R 2a )ma 




(R 3a )na 



^^(R 1a ) ia 



wh e rein A a io, (1) CI 6 alkylono, (2) C2 6 allconylono, or (3) C2 6 alkynylono, whoroin 

A a may b e substitut e d with 1 3 of CI 1 alley 1., 

Gye4- a is, (1) C3 15 oarboring, or (2) 3 15 m e mb e r e d h e t e roring having 1 4 of nitrog e n, 

1 2 of oxyg e n and/or 1 2 of sulfur, 

R > is (1) CI 1 alkyl, (2) halogen, (3) oyano, (1) trihalomothyl, (5) OR 69 , (6) SR 7 *? 

(7) NR ^R 9 * , ( 8 ) nitro, (9) COOR^OO) CONR^ R 4 ^, (1 1) NR^GQR 446 , 

(12) SOj NR^R 4 * *, (13) NR^ SQaR 4 ^, (11) S(0)R * * t or (15) SOa R 303 , 

R^^^^^^^^^^^^^^-afl^^ ore each 

ind e p e nd e ntly, (1) hydrog e n, or (2) CI A alkyl, 

R 3 * and R 3 * are each independently, (1) CI 1 alkyl, (2) CI -1 alkoxy, or (3) halog e n, 



15 



AMENDMENT UNDER 37 C.F.R. §1.111 

U.S. Appln. No.: 10/519,106 Atty. Docket No.: Q85523 



R^-areH^ aro oaoh indopondontly, (1) hydrogen, (2) CI 1 alkyl, (3) C2 4 alk e nyl, (1) 

C2 1 alkynyl, (5) CI 1 alkyl oubotitut e d with OR* 4 *, (6) CI 1 alkyl substituted with NR^ R 338 
er- 



(R 243 )pa 




R^-aftd-R^ ar e tak e n tog e th e r with th e nitrog e n to which th e y are attached to form a 3 15 



m e mb e r e d mono , bi or tri cyclic h e t e roring, wh e r e in th e h e teroring repr e s e nts at l e ast on e 
nitrog e n and it may b e substitut e d with CI 4 alkyl substitut e d with - OR 3 ^ 

> 2-1 a t) 22 a 2^a j r> 25a 



R™ T ^ 7 *r*-*aA*r* aro oaoh indopondontly, (1) hydrogen, (2) CI 1 alkyl, (3) C2 6 



aeyl, or (4) trihaloao e tyl, 

E a is (1) a bond, (2) CI 6 alkylono, (3) C2 6 alkonylono, or (1) C2 6 alkynylene, wherein 

E a may bo oubotituted with 1 3 of (1) CI lalkyl, or (2) CI 1 alkyl oubotituted with OR^ 
R 36 * io (1) hydrogen, (2) CI <\ alkyl, (3) C2 6 aoyl, or (1) trihaloaoetyl, Cyo2 a io (1) C3 15 



carboring, or (2) 3 15 memb e r e d h e t e roring having 1 4 of nitrog e n, 1 2 of oxyg e n and/or 1 2 of 
sulfur, 

R 34 * io (1) CI 1 alkyl, (2) halogen, (3) oyano, (1) trihalomothyl, (5) OR^r^-SR^ 

(?>-NR 39a R 3 fa , (8) nitro, (9) COOR^OO) CONR^ R 33 9 , (11) NR^ GQR 3 ^ 
(U) NR^ SQaR 39 *, (H) S(0)R m , or (15) SO^ R 44 *; 



e ach ind e pend e ntly (1) hydrog e n, or (2) CI 4 alkyl, 
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ia is 0 or an int e g e r of 1 to 5 , ma is 0 or an int e g e r of 1 to 4 , and 
na is 0 or an int e g e r of 1 to 4, pa is 0 or an int e g e r of 1 to 5 , and 
wh e r e in wh e n ia is 2 or more, R^s ar e th e sam e or diff e rent, 
wh e n ma is 2 or more, R^'s ar e th e same or different, 
when na is 2 or mor e , R^'s ar e th e sam e or diff e r e nt, and 
wh e n pa is 2 or mor e , th e y ar e th e sam e or different , or 
a prodrug thereof or a salt thereof. 

19. (canceled). 



20. (currently amended): The pharmaceutical composition r em e dy and/or 

prev e ntiv e according to claim 9, wherein the EDG-2 antagonist is athe compound of formula 



wh e r e in R e is optionally substitut e d aliphatic hydrocarbon or a ring group optionally 

having substitu e nt(s), 




cm) 



R c_ G c" T \jC 



,K C — B c 
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G e is a bond or a spac e r having a main chain of 1 to 8 atoms, 

¥ 6 4s-€H2- or a spac e r having a main chain of 1 atom having a hydrog e n bond acc e pting 

group optionally having substituent(s), 
J € is nitrogen or carbon, 

B 6 is optionally substitut e d aliphatic hydrocarbon or a ring group optionally having 

substitu e nt(s), 

K e is (1) a bond or (2) a spac e r having a main chain of 1 to 8 atoms which may form a 

ring tog e th e r with th e substitu e nt of th e ring group repres e nt e d by R Vring-P 6 or th e substitu e nt 
of th e ring D 6 ? 

Q 6 is (1) a bond or (2) a spac e r having a main chain of 1 to 8 atoms which may form a 

ring tog e th e r with the ring group repr e s e nted by R 6 , a substitu e nt of th e ring group r e pres e nt e d 

ring-S 6 is a ring optionally having mor e substitu e nt(s), 

L 6 is a bond or a spacer having a main chain of 1 to 3 atoms, 

ring-E 6 is, a ring group optionally having substitu e nt(s), 

M e is a bond or a spac e r having a main chain of 1 to 8 atoms, 

Z e is an acidic group, and 

1 i s 0 or 1 , or 

a salt thereof. 
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21. (new): The method according to claim 14, wherein said compound of formula III 
is one compound selected from the group consisting of a compound of formula (III-l), a 
compound of formula (III-8) and a compound of formula (III-8-3): 
O 



c gC 



R &■ N 



o 



R c G c 




Ok"- 



OH 

,K C B c 



R° G c 




(in-1) 



(III-8) 



Q c v^ (, "" 8 " 3) 
L c 
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